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^ (57) Abstract: Using L-2-phenylglycine which is seemingly an amino acid transporter ATB°- + inhibitor as a test substance, a human 
£J colon cancer cell line and a human mammary cancer cell line are subjected to a cell growth test. As a result, a concentration- 
S dependent effect of regulating cell growth is found out. This fact indicates that cell growth can be regulated by inhibiting the activity 
^ of ATB°> + . It is expected that the regulation of the amino acid transporter ATB°» + activity is usable as an important indicator in 
^£ developing a growth regulator for cancer cells and the like. 
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5 tmvtm 
fiat 

7$yth7>^-^-tt^75y»m< 1 L-a-/^H-^, NO 

20 :£i8U#BB) o t hATB°- + ©^ n-->^ii5i§$nt^5 (##fF:£iSK4#{l) • 
ATB 0 - + O«ISI*ffitt» SltUT©75yt^V>T©^Snt 

m:> lifiiiaox^M-fts&^ntv^. atb 0+ «, 7^yf(m«> 
dfu-»*«fc^nu». w&fcmwwmz-^ ^yrs^^GABAK 

25 tffc«Sffifitt««(osiiolyte) M*.\Z* >*«k^^-f » ©.fcSfciiS* 
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ATB 0+ teu 7^/M642^£>&312tHjgl:»®M^>/\ 0 ^T&£ ffiWft$M4) . 

£fc, trLlMcDATB 0 - + <DJt^*5<i:^>A'i7K^MbT«, PCTffiM (^fl^M 
10 1) ^#^b^mm > T«ATB 0 + «^U->> h^>7v#-^-tUTIB«^nTVi 

<5>o 

t hJC43ViTATB 0 + ^T©BiS§T^mUTV^ o Master blot (mRNA, Clontec 

h) ; m. mmm (its) , sjsl rmfc a&) , *jh> tk> «tm, m 

15 v^^lc:*5ViTATB 0 + «WT^IIi^-t?^bTV^ o Northern blot ; 

6#M)> (^TWKffiiJ) (Mager, in PharmaConference 2001, Interlake 

n, Switzerland(CT^)o 

b^U^e>. ATB°- + ©0«iim^P-^«^^feO, ATB 0+ <»t&£l?l. 

C^fF^lD H^B§^2000/14221#A°>>'1/^ h 

C^Mfff^itR 1 ) Ganapathy, V. <bW, In Current Topics in Membranes. Ed. Ba 
rrett, K.E. and Donowitz, E , 2001^. Vol.50, p. 379-412 
25 C#M#fF:£itK 2 3 Osiecka^, J. Pharmacol. Exp. Ther. , 1987^, Vol.242, p. 
443-449 
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m&$t$M3) HatanakaS^, Pharm. Res., 1999^, Vol.16, p. 1770-1774 
m&ftZtt^ Sloan, J. L, Mager. S. m, J. Biol. Chem. , 1999¥, Vol.274, 
p. 23740-23745 

C#«fttt\fc]IR5] HatanakaS,^, J. Clin. Invest. 2001^, Vol.107, p. 1035-10 
5 43 

C#M#fF:£iR 6 ) Hatanaka£>^, Biochem. Biophys. Res. Commun. , 2002*£. Vol. 
291, p. 291-295 

C^#fF3tM7D NakanishiS^, J. Physiol., 2001^, Vol. 532 (2), p. 297-304 
m&tt3M8') Ugawa£^, Am J. Physiol., 2001#, Vol.281. G365-G370 

10 

ijy> (phenylglyc ine) 3£V>ATB°- + *£'&£^T-r 5? /hllffl^HWRT?* mm<Dl- 
T^-y (alanine) &&Z£L-y 7~)IT?~> (phenylalanine) \Zl£'<m*77-( 

£(Hatanaka et al. 2002. J. Pharm. Pharmcol. ) . *389!#5fck ATB 0+ <DIS* 
20 iO-^m^nSL^x-MU'^^tlStbT, fch*»JB»SW6 

o, m-29&&zmmmw-7\zttisX<DfflMMmi&Mk&ft^r£o sw6oic: 

T-2mxMC?-7\Z^^xm-2-y x.—)MfV ^>**tt#W^:IIBJfiH«5S«lft!ld«|g«e> 
e»nfeo RT-PCR©«f*J&>^ MCF-7*$J:mT-29-e«ATB 0 + ©^^<> SW60K 
25 *ViTWATB°- + J*lftffllR^TT*ofc. £Ui«fc 0* L-2-7i^M'J'»l:<J: 
S«if ##JIWiiM#ttT*te& < ATB 0, + ©*ffiia*fc«fc & 21 
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10 mm. %mm <omm<Dmmzmm^n^z\^^\zm^n^o 
mmumizmv. ^vmfomizfe. 
mm 

15 C2] 75/ih7>X#-^-» + ^d:tfCl-l»S75yth7>^*-^ 

C3] 75yth7>^- ^-^atb°- + ^&£, ^ iz%e,m<DMmmmwi 
mm. 

[4] Ta/mh^>X#-^-ATB 0+ |5a^K^ 75;ih7>X« 
20 -ATB 0+ fc^-r^c:<hfc^0 7Symh^>X^-^-ATB 0+ <D^a 

25 J;i3lS?$n^ CI] tC|5m©mii5SWm 

C6] T5ymh7>x#— ?-m°> + mm®n&7^snb7>x-tf--?-k 
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tb^^t^^-?^, cm \zi&m<DfflmnMitofflM. 

C12] tf»ll&#f:fclS&i»ll& KMini&$fctmmiB'?&«, Cii) \z 

7i (Sloan et al. . J. Biol. Chem. , 274, p23740-23745, 1999, Hat 
anakaetal., J. Clin. Invest. 107, pl035-1043. 2001)^, D-T^/m(Hata 
20 naka et al. , Biochem. Biophys. Res. Commun. , 291, P291-295, 2002), t/JV— 
^XNakanishi et al. , J. Physiol., 532. 2. p297-304. 2Q01) m&2ft^<Di- 

hvv&^*>&&mft^<Dmm^*>t(D#mmiz&v)immft\zwMv, mit 

#bTV>£ £*lTVi£ 0 

K^n-H-r^il^ (GenBankT^-fe^va^No. 151978) (Dm.WMnumz<tk 
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7,#-?-m 0 + <Dmm&fflm~r2>MMUE&mf *>nz>&. utters 

/mh^>X^-^-ATB 0+ fc^bTT5ymh^>7 > ^-^-ATB 0+ (D^M 

io m<ti£i&#-r&^ire&£o 

JM^lftKlte, N0SIS*£fl, 7^— ;i^U5">» #;W:^>(Carnitine), 

^, s feb<«T^yM^SSi<i:i"-&7 , n K^y^ (Amino acid-based prodrugs), 

m^iS^^it^-r^NOSia^J-r^O. J:D$?^U<«L-T;W^^> (arginin 
e), L-Uv^Xlysin), L—> b)l>V Xcitrulline) , £fcteL-3-;i^ ->Xornithi 

ne) &&*m&t~?z>mmwMT»&v^ ££>K#icU< ter^-x u>>>, 

20 S^WWJX ;t;l/^>X L-NNA(N G -nitro-L-arginine), L-NAME (N G -nitro-L-argi 
nine methyl ester), L-NMMHA (N G -monomethyl-L-homoarginine) , L-NDMA (N G , N G -d 
imethyl-L-arginine), L-NMEA(N G -monoethyl-L-arginine) , L-NMMAu^-monomethy 
1-L-arginine) , L-NABE (N°-L-nitro-L-arginine benzyl ester), L-NIL (L-N 6 - (1-i 
minoethyl) -lysine) , L-TC (L-thiocitrulline) , L-MTC (S-methyl-L-thioci trull i 

25 ne), L-NI0 (L-N s - (1-iminoe thy 1) -ornithine) , GGA(a-guanidinoglutaric acid), 
&fztefij-rt~> (canavanine) TdbZ>. 
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)V¥ U S^ttBE&^rr £ H 7 y b < te^n F 7 y yt?* ?K «F£ b < tt7 U 
*^o^;u-^>t>b<JW©g|^#:tbT^ »^b<«^;v-^ 

10 *^fc^frtSD-T^ yH (amino acids) itTH $f^b<«D-T^n 

Xalanineh D—feU > (serine) , D-;*3^xXmethionine) > D-n-T^Xleuci 
ne) , D-hUyh^T>(tryptophan), D-X l^xXthreonine) > D-tX?^> 
(histidine) . D-:7;rn;Kr^n> (phenylalanine) , D-£OI/^5 Xglutamine) > 

^tz.\%<int><Dnmfc~T?&>Xi, £ w£b<teD-T^x>, D-tux D-y^t- 

15 D-n-fv'X D-h'J7°h77X £fcte£ne>©^^rr&D, 2 

£b<teD-T^X>, D-feUX D-^^-X D-D-f->X D-h'J7h77> 

20 t tD0^b<«T7.A°^^>M ! feb<^^;^5>m^w-r^>3-^;i/^xvx 
ttt>b<«ii^l4T5/^^^r-r^a-*;i/#^xi/xx^;i/^D h^^ms. 

25 ^^*^(D^^b^3|i|{c43tt-5TSyMh^>^^-^-ATB 0+ m*^K 
ttTH T^ymh^>X#--^-ATB 0 + ^XN o ^K^-r§^-C^^o M 
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tn#m, 51#, ATB° + ^>A°^K^^bT^T^)o 

5 So 

&mmz&tfz>nmmmm&£te* m^m.w-mt^Mft&'&nmmm (anti 

body-dependent cell-mediated cytotoxicity : ADCC) I^ft#ttiiSSS 
(complement-dependent cytotoxicity : CDC) fgtt&HSr^f £ £ <h#nf#£„ 

10 mMMMvmmmmmmizmmmttittfttmist^ ^-©Fc^^Fcr^^ 

taT S / m h ^ >X^-^-ATB 0 + m^^ADCC?g'l4^WTS^S*\ XteCDCfg 
tt^WTS^^^^l^^^.fcOfflll^-rsci^^T^S (0y*-fc£, Current p 
15 rotocols in Immunology. Chapter7. Immunologic studies in humans, Editor, 
John E, Coligan et al. , John Wiley & Sons, Inc.. (1993) o 

CD i7i^- mmomm 

Mh/K^vxtsiZfrzmm&mmL, RPMii64o^jft(GiBcoa©) * -vrnmrnm* 

20 tfirrSo 10%^>Jte!Eif[Lt»(FBS. HyClonettii) Sr^^l^l^^^ «« 
S^5Xl0 6 /mH^$Slb, x:7:r£7^— SttSriJa^TS. 
(2) *§#^<E>fi££ 

Baby Rabbit Complement (CEDARLANE^hM) ^10% FBSHrWi£#i (GIBC0*rJ&) fcTl 

25 (3) ilWi«<£>fi®l 

mmmmmm (AsPC-L Capan-23£) £0. 2mCi<£> 5, Cr-sodium chromate (Amersham 
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Pharmacia BiotechttSO hth\z, 10% FBS^DMEM^«6^T'37 , C^TlW1i§ 

tffttticiowtttww*. ntmmmst* m*iox fbs^wrpmii64o 

5 ^;i/UJSy^-b(Beckton Dickinson^) Id. gi7^/ll h5>X 

^-^_ATB o+ m#£50/xlT^i}n^ *±K:T15#IHKJftS1*S. 

©»««tto*fettio/xg/mi^-r«>. mm^ iooM©Jti*&t§uRu xy?*v 

(COBRAIIAUTO-GMMA, MODEL D5005> Packard Instrument Company&M) Xtk 
10 WJSttfcWJTr*. WttlMFStt W tt (A-C) / OK) X100lcJ:D*»*!lfc««Tr* 
*. m&tmKL&tf (cpm) , BttlX HMO (¥#tt» *in*.fctt»fc 

Sftltt&tt (cpm) , C«««HBIfi©*^tottW©*««* to^ 
— ^ CDCStt©S95t^^^ 96C7x.;i/ s PJS^V'— b (Becton Dickinson^) 

is ^Ti5^^^-Br^o »#»*iooMi*in^. mmx^>*=L^- 
^-^mmmm-r^. &&<Dmmmm&ttmiig/n\£'rz. **** ioo*u 

20 h^>X^-^-ATB 0 + ^>^^K^fe«^O^^^H) t*S^-T*ISt)» 
\zmmtt<* 7yMftfr tf-fr^ttfl^ fcV **?triW. 
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ttH©WI«tt^»©*fe MAa/^aOf-f^M^** (W098/46777 

/W^'J H-70fWH, TzkfUZ. ^;i/X^-T>e>©^ (Kohler. G. and 
Milstein, C Methods Enzymol. (1981) 73: 3-46) *fc*CTff'3 - 

«|^tn;#«rffl^§^t^#-5> (0!l*.fc£* Carl, A. K. Borrebaeck, James, W. 
15 Larrick, THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the United King 
dom by MACMILLAN PUBLISHERS LTD, 199O0J8D . /Vf h*-v© 

25 teBfc3ELfc«e™tfc*Stt#, ^JA«, (Chimeric) tfcte, k h§!Hb (H 

umanized) «<Wta!ft4lWT**- 6 tt»©*tt*»V>T« 
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comm. b«*©**» mm^nmm^ts.^^^^ 

kbfflfldWm** W*« (reshaped) fc bJK*£'b*3*U t b£W*©HML» 
fci^'tf^X^^fflffitttfe^^ (CDR; complementarity determining 
region) *fc htt#©^1»ft«W'^IM»bfc*)©T?*0* ^©-^W&itfe 

A«7-^«« (framework region ; FR) *»T**3K«ttbfcDNAfi^*, * 

icfc?>#&ns (^im#fFaim^w#^EP 239400, mmsmtimtemmmn 96/ 

02576#M) o CDR*^UT«*SSn*fc btrL#©FRte, ffi*ttftjfc**#*#fc 

-^««©T5/lfeSiltftbf *>«k^ <Sato, Let al. , Cancer Res. (1993) 53, 
851-856) o 

©tbtt#*»#f*Jl^T?** (BMMMHM4»»*TO 93/12227. WO 92/ 
03918, WO 94/02602. W0 94/25585. W0 96/34096. W0 96/337350HH) . 



WO 2004/032966 



'CT/JP2003/013061 



-12- 

e>nW£o WAH t htt-l*©"^aElB**-*«tt# (scFv) tbT77-y 

cin6©*asttRKi*»T*D» wo 92/01047, 

WO 92/20791, WO 93/06213, WO 93/11236, W0 93/19172, WO 95/01438. WO 95/1 
5388 £##Kl-rS £ 

itt^tTH (i) jhljhmgl cho, cos, un-7, bhk o>abyh 

amster kidney) , HeLa, Vero, (2) MMMfc 77U*'7^toHP 
15 *3ffl)&> *SW*(3) £&*BI&L sf9, sf21, Tn5fc£***n5nTV>S. 

A {Mcotiana tabacum) &*<DW&1fito*>tlX&K> . cn**;WX«F*-rtlJiJ: 
l>„ *0*sfflJ®<hbT«, PS, 0fl*.fck IJ-^oS-feX iSaccharomyces) m> M 
%M£&yto D5tX • •fel/tfv'X {.Saccharomyces serevisiae) , thVZM* 
20 77>^^^P7s {Aspergillus) P> mtfTX^X^V* • Gtow 

illusniger) TiM^nTV^. »«IBBai*««r*»&, «nHMS*JBV>* 

HlWM £ in vi troXi%m~? Z> Jl £ K: «fc 0 & *i£> . 
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fc<<h*>75%. «kD#*b<tt^fr'<fc*>80X, 3&fc#SL<tt*Mfc<fc'b8 
5 5%, 36teJ;D#*U<l**fc<fc*>90X, ^UT, £b< <h*> 

10 Tt>«fcV>„ 0D;lfcr> ^©IrM-tUTH Fab, F(ab')2, Fv> ^/cteHiifc b < 
UI©Fv£3Si5&y — "^W^^t^>if)V^^ >Fv (scFv) ^ilf e>*l5o 
JUttSlctt, cne»Fab, F(ab')2, Fv, £fcteMS'feb< m«©Fv&31Sfe'J > 
^-^^Si*^^;^:^ >Fv(scFv) , — H-T^st^?^^^ 
-fcSUTvSL MMS&1&^Ifin?3£K2ii:*> Co, E S. et al. . J- Immun 

15 ol. (1994) 152, 2968-2976, Better, M. & Horwitz, A. H. , Methods in Enzymo 
logy (1989) 178, 476-496, Academic Press Inc. , Plueckthun, A. & Skerra, 
A . Methods in Enzymology (1989) 178, 476-496, Academic Press Inc. , Lamoy 
i. E. , Methods in Enzymology (1989) 121, 663-669, Bird, R. E. et al. , TIB 
TECH (1991) 9, 132-137#BR) . scFvte, tt#®H0V««£L«V«tt£*a&rr* 

20 rtt±0»5n5. £©scFvfc*3^T, fflSVffi« £L«V«#tt, U 

£ b<a^7 p ^r ; 'J >*-^UTlig§n^ (Huston, J. S. et al. , Proc. Na 
tl. Acad. Sci. U. S. A (1988) 85, 5879-5883) . scFvfc:fett*H*V**:i3 £tfLit 

vib« #Bj$a« \z$m t UTiam^ nfc *> e> <o ^-fnv> & o t t> <t v> 0 

25 #«^:/^F#fflV>sn*. scFv£3-F-r&DNAte, SUEttfrOH«*fctiMiV 
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$-&^^t^T?^§ 0 ^(Dmm^SiiVX. ^UX^l/>^U3-;i/ (PEG) ^© 

£ ft © irt # fi^ 2 ft £ . 

#389!T?ttJfl$ftS#L#»^ m#S't4fii#: (bispecific antibody) T 
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(Antibodies A Laboratory Manual. Ed Harlow, David Lane, Cold Spring 
Harbor Laboratory, 1988) „ 
5 JftfcaJftlKIS'&iStt (Antibodies A Laboratory Manual. Ed Harlow, David Lan 
e. Cold Spring Harbor Laboratory. 1988) ©Sfl^fcte^©^ Rfcteffi-T* £ t 

ELISA (MllrMlSKVMtt) , EIA * 

WhW^^n-zr^^^ ELISA 
, EIA , RIA Cft»ftSE«te80 , 

T^ymh^>X^-^-ATB 0 + t^^^^»^^ 75y^h7>7, 
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io ra-^F&^auptf&n*. 7>f t >x*u ^ ^ utf h t bTtt 

/w ^ xt57>f t >xt u ^ i/t^ Fmni.. z.<D7>tt 

20 i«w<w*«*vf6n*. 

*5IWCDjSfflJ!SJi5ttttI^l^l«> i^flait5fitc®H-r^^S> «fc*WB**^ttfL 
75 yMh^>^^-^-ATB 0 + «±^(7)<±:^ \z. Jfaf#i©il!Sit^ab 



WO 2004/032966 



'CT/JP2003/013061 



-17- 

£>„ tot, *»«©«iiiai«H»aiiw«itt, T^ymh^>x^-^-ATB o + ia« 

SgW<£>$f *bVitt*lC*W*, 757th7 >X^-^-ATB°- + ^^-T^tn;^ 

izM^xmrn^^m^m^^^^m mfcifcft&immmmfeWE. adcc 
*sk sfcjtau mmm. mmm. mmitm. nr&au mmm. mnm> m 
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^Tfti i-xbMm* #8P«i:tTftjffli, sm. m&n* wmm. mmm. 
mmmmm. mmte&M* &TmMteaiz&v£»&tzfemm\z&ttz>z\zz 

K#*i:bTte> m%-\Z, — lU^o^Mlkg^^DO. 0001mg^e>1000mg(D|gH-e 
10 M&Z\2z-?fiv\1&T?%>Z> 0 **V*tt, ^J^.^ JE#&/j:«9 0. 001~100000mg/body<Z> 

Z^iiffX^ (M?L\t. Remington's Pharmaceutical Science, latest edition, 
Mark Publishing Company, Easton, U. S. A) , ^Wfcf^^n^Sft^^Jn^ 
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Prostate 


TCP 27 


PvDP-Q 


D o n r*0 2* e 

r^ancrtsas 


TCP 2 


NCI-H460 


Lung 


TCP 15 


PC-3 


Prostate 


TCP 28 


Capan— 1 


rancreas 


TCP 3 


NCI-H23 


Lung 


TCP 16 


LNCao.FGC 


Prostate 


TCP 29 


i it a D*»r*o o 


ranCredS 


TCP 4 


NCI-H522 


Lung 


TCP 17 


22Rv1 


Prostate 


TCP 30 


DAM C— 1 


rancrcao 


TCP 5 


HT-29 


Colon 


TCP 18 


BALL-1 


Leukemia 


TCP 31 


AsPC-1 


Pancreas 


TCP 6 


LS 174T 


Colon 


TCP 19 


P39/TSU 


Leukemia 








TCP 7 


COLO 205 


Colon 


TCP 20 


KU812 


Leukemia 








TCP 8 


LoVo 


Colon 


TCP 21 


CCRF-CEM 


Leukemia 








TCP 9 


SW620 


Colon 


TCP 22 


JOK-1 


Leukemia 








TCP 10 


MCF7 


Breast 


TCP 23 


Daudi 


Lymphoma 








TCP 11 


MDA-MB-231 


Breast 


TCP 24 


EB-3 


Lymphoma 








TCP 12 


ZR-75-1 


Breast 


TCP 25 


Ramos 


Lymphoma 








TCP 13 


BT-474 


Breast 


TCP 26 


P3HR-1 


Lymphoma 









mmmi: thATB°- + rt-pcr^w 

( 1 - 1 ) ±Mk(DMM 
15 ^<Dfch«ttlI&#«ktK ISOGEN (n-/^>v?->tt) , &*>V>fcJ:TRIzol (Invit 
rogenft) £/3V>T, ^n^n©^-*-«ISI©«Jp«)^^^Vi total RNA£ 

• mmmmwikM^ nci-h46o, nci-h23, nci-hs22 

• ±mm : HT-29, LS 174T, COLO 205, LoVo, SW620 
20 • m,mmmW : MCF7, MDA-MB-231, ZR-75-1, BT-474 

• w&mmnmw du-145, pc-3, lncep. fgc, 22Rvi 
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• mihmmti&W. : BALL-L P39/TSIK KU812, ccrf-cem, jok-i 

• U >7* — : Daudh EB-3, Ramos, P3HR-1 

• mmmmum : BxPC-3, Capan-1, MIA PaCa-2, PANC-K AsPC-1 

5 (1-2) RT-PCRfi?#r 

_hlB©^RNAJ; X> , SUPERSCRIPT™ First-Strand Synthesis System for RT-PCR 

cinvitrogen^t) *m^. *-x-mm<Dmmmtsijjm\zmK i^cdna^^ 

bfeo M^R^^^-f^-tbX^UrfdT (12~18mer) £fflV>fco £<DcD 

io gtmzx x) wm^^n-o fc« 
<Kmmuf&> 

• TaKaRa ExTaa (TaKaRaft) 0. Zul 

• TaoStart™ Antibody (CLONTECH^fc) 0. 3/zL 
15 • lOx ExTaqA 7 7 7" (TaKaRa^t) 3aiL 

• 2. 5mM dNTPs (TaKaRa£h) 2.4nL 
•20/iMy^-l'^— #0. Qui 
•^cDNA 3mL 

30 mL 

20 

•94^, 2#-* (94*0, 3m-*MX:. 2#) x 351M ^;^72t:, 5# 

25 • Dl : 5'- cag ttt cag ttt gga gga ttc ttc -3' (@B^iJ#^ : 1) 

• D2 : 5'- tta etc cag tct cat tea ttc cac -3' (IB^J#-% : 2) 
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• D5 : 5'- ctg ctt ggt ttt gtt tct cct tgg -3' : 3) 

• D6 : 5'- aat cat aca cca gcc taa age aac -3' (@2^J#-^ : 4) 

PCR©»m*HlK:^Ufc. *»«fflJ&5# (l—>5-9) <D3?>* 2^ cht-29, 

lsi74t) ^v^iwetifco ioyomm^%^nm(omm^mtb^n 
it. m>mmmm (i— >io-i3) -en, ^T^^«ATB ot cD^»^e>n, * 

05-feMCF7tBT-474"C9fiV^iS**K«>&nfc. iliilSSft (U— >27-31) © 
513, 2** (BxPC-3, Capan-1) T?3&V>3EE**B»5*'tfc« 5S«heterogeneous^$> 
*fcte***ta&f\ H10*5fc*» »WBT!tt40XK±©IBtt*K:A 
TB*WSSB5iU*t*5tK «flcTr*>R*fc40«aJi©*Jll«^ B«i®S#© 
M^^^ATB 0+ ^j«^bTV^pJ^'l±^^l^$nfCo 

C^lJStflJ 2 ] L-2-Phenylglycine© t b*»**SI60, m9* *tffL*#MGF-7 

~» (phenyl glycine) K*3&V>ATB 0 - + igte£^T'r ^/MiMT* 
RT?«(H©L-79=> (alanine) *^-7x^77n> (phenylalanine) fcjfc 

£#x.£>n£ (Hatanaka et al. 2002, J. Pharm. Pharmacol. ). L-2-7i^V^ 
y^>*WFBS*«rt^T»*U 20mM L-2-7x=^'J 5^>»«*P«Ufc. 
i£ifc<tbTteSW60, HT29tefc*IMDM£, MCF-7KlteRPMI£ffl V>fco d©»»t* 
»«17?*RbT2, 0.2, 0.02fce>tffc0.002mM L-Hi^^U 3/>***P« 

h*»**SW60, HT29^J:^^MCF-7^^T^n^n4xl0 6 , 1.6X10 6 , 
1. 6XlOW/mL^i3^UfCo H©»»»c25ML/well (^tl^mxlO 5 , 4X10 4 , 4 
XIO 4 ^) K<g>£^C&12% FBS£^t?mJfc 25ML/well*»»bT*Vifc96well 
50AtLcDL-2-Phenylglycine^?K^inb7Co 5% C0 2 -T >3r^ 
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0 2 fctffli6Ji5ilttttlS**^bfc. SW60fc^T^-2-Phenylglycinefc£3*ffl 

mmmmtomfim&znfc. Rmiz^^mmmmmmmonu L-2-Phenyigiyci 

5 ne#ffiTTi&10a;£^U ^SCll/fe. MCF-7{C^tt^^fflflSli5tttI^J«lmM L-2-P 
henylglycine#ftTT;&10r?& -o fco 

>&fflj&*f *g«m, ^^^w^B^tt-c < atb°- ^mmmmiz^ 6 n&. 

10 

^-ATB 0 + ^W^bT, MJt5fi«J^J^^-r^Ct^nT«g<h^o^o Z.(D 

15 ?s <0a*.K& -xmmm <Dmmo)wmizmm^n^>z\ 
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Mo 

5. T5ymh^>X^-^-ATB 0 + K#^lS^> L-7$;i> N0SHi«FSU, 7 

©jiiflaiimp^i^Jo 

25 TB o + <D^^wi^i-r^^K-e*^. »3#s i izg&WHDfflmmmMiftfflo 
1 1 . mfflmomm&wmTz. mam i ~ i o ©v^-r n*>fcia«i©3BBie«i» 
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SEQUENCE LISTING 
<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 
<120> Agent for inhibiting cell proliferation 
<130> C1-A0222P 

<150> JP 2002-298701 
<151> 2002-10-11 

<160> 4 

<170> Patentln version 3. 1 

<210> 1 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer seauence 
<400> 1 

cagtttcagt ttggaggatt cttc 
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<210> 2 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 



<400> 2 

ttactccagt ctcattcatt ccac 24 



<210> 3 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 

<400> 3 

ctgcttggtt ttgtttctcc ttgg 



<210> 4 
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<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer seauence 



<400> 4 

aatcatacac cagcctaaag caac 
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